esp@cenet — Bibliographic data 



Page 1 of 1 



Benzodiazapine compounds containing imidazole propanamido and its 
preparing process and application 



Publication number: 
Publication date: 
Inventor(s): 

Applicant(s): 
Classification: 
- international: 



- European: 
Application number: 
Priority number(s): 



CN 1338456 (A) 
2002-03-06 

GUO ZONGRU [CN]; CHEN XIAOGUANG [CN]; ZHU 
FENGMING [CN] 

INST OF MEDICAL MATERIALS CHIN [CN] 

A61K31/18; A61K31/405; A61K31/54; A61K45/00; A61P27/02; 
A61P35/00; A61P43/00; C07D243/24; C07D243/26; 
C07D403/12; A61K31/18; A61K31/403; A61K31/54; A61K45/00; 
A61P27/00; A61P35/00; A61P43/00; C07D243/00; C07D403/00; 

(IPC1-7): C07D243/24; A61P35/00; A61P43/00; C07D243/26; 
C07D403/12 

CN20001023521 20000816 
CN20001 023521 20000816 



Also published as: 

13 CN 1179752 (C) 



Abstract of CN 1338456 (A) 

A benzodiazapine compound containing imidazole-propanamide, its preparing process, its function of 
suppressing farnesyl protein transferase and the farnesylation of cancer gene Ras protein, and its 
application to treat the cancers relative to farnesyl protein transferase are disclosed. 
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itfr 0. lmg/Kg_60mg/Kg £^ , ffci&ftJil^ 0.5mg/Kg-40mg/Kg . 
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7-388-1- (co-ftftS&ag) lai^m 

50ml®fc]foU+it\A7-mm%#-n.&£(2.0g 7.2mmol) > (20g 
14.4mmol). 20ml Z,Jfl|;fD&Z,KZi8S (1.8g 10.6mmol), 2 'Mtf. & 

/S^iPA 50mlzK, ^Z.KZ.tt$%, «£tti8l»£Z.KZ.n. *l£«l/fl3E* 

^i^ H B B , # i.8 g efe^r a . mm%%m% i-mm-i-z&mmmfpm* 

#~%%4-o mp:141-143'C,i|fc^ 81.6%. 



mm® i mm^mmn , ^nmm. i.8 g K&mz®. 

ZJ8, 7-ffi*-l- (2-EF£U»£S) * 

w&jfi#j 1 ftiRitt^ffiafi 1 . ^raw** i.8 g ft»*z,« 

ZJB. *§&#$f. i^tt^ (3-Z,*SH»^*) 

7-«g-i- (<o-^is^) $#zt^^m 

% 50ml HP»A££]5£0!l 1 #J&lfl 7-«£-l-Z.«RSSE¥**#-» 
Jfc.#L*nUifcM(4.8g 21.6mmol) ,SflnA 30ml Z,fit, ft^lfia^T 50-70*C£j& 4 

Jfl-il¥&fn*tflSfia6$i!Sftfe@# 1.7g^p:164-165 
gjgflS 7-ftg-l- (2-¥ft%SZ,g) 

ffl-*tp£S£fift8SrfeH#. » 53.5%^np:148-15ir. gS8l£i£@#2> 




m-u^fongiknmm&mw, w 48.4%,mp:i75-i77-c. ^rn^mw^ 
&mmi N in -2,4-zt§i$i-N°-z,§iatife^ 

L-^^^(5.0g 32mmol)<t , ;&I]A 18.5ml W^W., ^mtWTffitin 3.5ml £® 

if|p 9mi Wg^tfjM, ffl^MM ioor$# 5 fl-ft. £&¥inA4>i:*» 
ITFi§ftJ#S&@#5.4g., 

±&S#*inA 6.o g 40ml m#Tti1i» 2, 4--^*m 

3£(5.0g 27mmol)^P 25ml ^. ^/S^TOI^S^ 

iFfMJ^flfeM, ffl£M#f#&, ^fflWI^I 5 ft##3^feS# 6.0g, 
i» 62.1%,mp:117-119lC. £&«@#*J 1^-2,4- -ffiS^S-N'-igfc&Sm. 

L-m^S?(5.0g 32mmol) I fJnA 9ml 15%lLfltt^#l 60ml tK^I?. 
4PT^Jn^¥@*^(7.5ml 64.4mmol) S^JJH 18ml 15%Stfttt$}§$o 

l /hat, $Mifc&$gMt, iiyilffrrtJ#JlS#, m^mm$i£$LJ$. 
*#6.0gN o -3£¥i5fe*&il$, mp:244-247"C, ft* 81.0%. 
±^@#4'JPAra^(2.2g)^20ml7K > 2, 4--ffiSm*(5.0g 

27mmol)|P 25ml ¥B?ltt*§$. £&&£-^o ilt3l#TiiJ 
6<jjffe@#, /B&M#T#&. *f$f*fe@# 5.05g,i&¥ 61.6%,mp:127-130-C. 
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3- (4-lfcWfeg) mmmV.Og 14/hnmol)+inA«»a4ft 3.2g fll 20ml 
ft?, &&ttttttftn 2, 4-~ffiSiC^(2.96g 16mmol)fl 10ml ¥i?#J&$, 

1.6g,ift*36.4% . g»Sjlka#*3- (4- (N im -2,4--^S^««)) ^» 

7-rN'-z.ftfflttKRg)-i- (»-»g«ai) m=M££®m 

N iro -2 > 4--58S**-N°-Z,it^i^K(1.62g 4.4mmol)^ DCC(0.72g 3.5mmol) 
#J HOBt(1.0g 7.7ffimol)*^ 20mlDMF +, SftK^TH/S 1 'Mtf, #UgJnA 7- 

««-l-Z,«R*3E¥S*#-fts»f44(1.0g 3.ommol) 2 <Ntf , 

^ffiMiS-^. DCU, iJnAtfrFn$&Mfftz)C&$£ 100ml , #riii#fe 

Stt. iH*@#2.0g. jfcH#A7KN ta -2,4--«**«-N"-Z.aiaKBfeJBcl6)-l- 

±5£@ft+AqA 10ml 2-s*gz.», £M# 2 /hBti inAlfrMi^lflzk 

100ml #rtB£3t£@#, «&B#1.0g, &@#7-(N°-Z:ifc*&J&gfc&S)-l- 
±j*B##^ tail 2ml *+, J&llA 0.3gfiSWfcM, SiB&j8i2/Mtf. 

a ph 4, m^mm. nmmftm&mwm, % 

tt^Ifcfe, ^JS^ajflftft&ftHft 0.35g,mp:246-248-C.ite^ 23.8% (£1 7-ft 



FAB Jtit m/e 489(M+1) 
'HNMR(300MHz DMSO-d,) 

1.79(s 3H) ,2.49-2.97(m 1H) ,3.70-3.74(d lH),3.88-3.95(t lH),4.21-4.27(d 
lH),4.46-4.57(m 2H),6.7l(s 1H), 7.38-7.76(m 8H),8.52-8.71(t lH),10.68(s 1H). 

ionmto*mj&ft, *mttM$Li-n.m-i- i2-^mmz>m % 

&@#0.4g,mp:195-198X:#a?, ^$27.5% ( W (2-¥llfc8BSZ.£> 

0.3&nip:200-2041C#|*, 27.5% (W 7-ftH-l- <3-Z.*Si£K£> 
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mm (1.8g 4.4mmol) ttW 1^-2,4- -JBS^g-N'-Z.Rffif&K, n 7-(N°-3£ 
¥SfeSKetfficS)-l-^*aE¥S*^-Sl^4 0.45g, W 26.5%, mp:226-229 

'HNMR(300MHz DMSO-dJ 

2.95-3.08(m 2H) ,378-3.82(d lH),4.41-4.56(dd 2H),4.56-4.62(d lH),4.67-4.72(m 
lH),6.84(s lH),7.42-7.56(m HH),7.81-7.84(m 3H),7.91-7.94(m lH),8.67-8.69(d 
lH),10.30(s 1H). 

%mm 14 7-(N'-^?HtaiRBtlK3£Vl- (2j^Z^) %#-&&.£lftfii!)& 

£S® (l-8g 4.4mmol) ^N ta -2,4-ZHfi***.N"-Z 4 »a«», 

0.3g, 13.6%, mp:189-192*C^jS?. »J£ift@#3> 7-(N B -#¥Bfcffil8R 

fl$g)-l- (2-»36Z.S) 

gfifeffj 15 7-(N a -^?M^mi$%Vl- (3-&OT&) 

*ftE®(1.8g 4.4mmol) R% 1^-2A-*I*¥S-N' -Z.RfiftK> *t6fe@# 
0.4g, « 17.8%, mp:194-197*C^ e SiWj&ttBfcfc 7^N'-?TOiai 
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ft 

^£is#j lofflraw^rfeafi 1 . 3- (4- (n^^-as**** 

PI#»«#N ta -2,4--ffi«*«-N , -Z,Bfeffl«H, #&fe@#0.25g, ft 
$ 21.4%, mp:202-205iC#jii?. £$!£jlfc@## 7-(3~ (4^tt£)HJftlttt£)-l- 

'HNMRpOOMHz DMSO-d,) 

3.71-3.74(d lH),3.86-3.91(d lH),4.21-4.27(d lH),4.49-4.53(d lH),6.93-6.74(d 
lH),7.34-7.68(m 10H),7.82-7.86(t lH),10.42(s 1H). 

17 3- ( 4-EEPjfeg) MfiSiift 

3- (4-Mg)F3^(7.0g 50mmol)^ 150ml ftKM®* . in A 350mg 10% 
Pd/C,£ 1.5 atm anffiTSM^iSI*±, ttttflittffl. M^B 
%iGtemi£&n&&®W 6.7 g> 95%, mp: 197-201 *C. 

7- (3- UjEjj) MaEflSS) -1- (co.%g&g) 3E#-ft3f-£&$]& 

is 7- o- <±w$m nmmmy -lMmMmm^MM&M 

ft 

3- (4-«g) p<3$ (lg 7.1mmol) tJnA 15ml HWIftll, »S 
&*fMfc3Efll. JnA~m¥^ 30ml *Q DMFlOml.O'C TftttWAH Ziffi(lml 

7.3mmol)fn 74&3S-l-Z.#URS3E , i , £*#-fc&4(2.4g 7.1mmol)*D 20ml H 
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M^mm, &mftfri%mM&&®w 2.o g , 

±&mW®? 30ml *fl 10ml tK*. JnA£*Mfc«(0.9g 20mmol), 

l 'hut, ftMMMfc. ttJgff^H. ^tt^JKfe. J&BJWFiM* 

l.lg, &4fe* 34.8%, mp:21^220TCJ£«!l£jlfc@#* 7- (3- (4-1*14 

'HNMR(300MHz DMSO-d 6 ) 

2.50-2.55(m lH),2.71-2.76( m lH),3.68-3.72(d lH),3.93-3.98(d 1H),4.18- 
4.23(d lH),4.48-4.51(d lH),6.68(s lH),7.29-7.58(m 8H),7.70-7.72(d lH),10.27(s 
1H). 

19 7- (3- (4-i*^S) -l- (2-%g£g) 

1.2g^np:160-163r,^^38.0%. 7- (3- (4-«S) p3@£&*> 

-l- (2-^s^s) 

$»J20 7- (3- (4-lftPjfcg) MBIte&) -1- (3-%S^g) 
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l.lg,mp:128-13rC,«|fc$ 33. 7%. MU^Mtt^ 7- (3- (4-l«g) ftWi& 

m) -l- (3-^sms) ^^-®^o 

p21H-Ras g£W#ffi£, ^&&&#*R 25ul, 50m 
Tris-Cl(pH7.5) , 25mMgCl 2 ,20mMKCl, ImMDTT, 2.5-5 y MP21H-ras, 10- 
15pmolFPP (25,000-30,000dpm/pmol) GGPP #J 6-7 n g SP^'tfc&^SSS 

*MMH5lA^R»lt(fi5E«it'd-«i. &jS««aftff«**#T. 37*C&& l 

>Ntt, JPA SDS ft TCA &ltfijS. JnA 2ml6%TCA ft 2%SDS $B£$fc, 
«43JS» tt**±->Ml*. S^iiiliS^ 2.4cm ft&ftiMltiltt. 6%TCA 
SgttifciSm, S€«l*±?i£#itit Httft****** P21H-ras ge^ 
£62*0, TH|CHt«*fifiXfJ»fi, Bio-Radft«|££6*&&. 

3) 7 H-Ras P21 S 6 JBIHfc . #$* Laemmliin ■%&&4f SDS/PAGE 
fc*. &±m&m®*tinA 5 SDS #n a a^#$£lt&&, ±##*£ 
12.5%SDS/PAGEj&##f, feftjgjg Enlightning *bg. #ttJfc@£. ftii^i 
Jtta-7l»ft 14-30^, ffi«H|nrjSLfe^SfliH-rasS&tt^g. 
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